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79
In the present study, the effect of moderate doses of systemic LY37 and BINA 80 administration on ethanol-seeking and consumption were assessed using the sipper tube 81 method (e.g., Czachowski et al. 2001) . In this method, the seeking response (lever press) is 
101
Intra-accumbens administration of LY37 in "post-dependent" C57BL/6J mice reduced 2-hour 102 limited access home cage ethanol drinking (Griffin et al. 2014 ). Since inactivation of the NAc 103 core but not NAc shell has been shown to reduce responding to an ethanol-conditioned stimulus 104 in a novel context (Chaudhri et al. 2010 ), the NAc core subregion was selected for our initial 105 microinjection experiment to begin clarifying the loci of action of mGluR2/3 agonists in regulating 106 ethanol-seeking. As intra-accumbens LY37 administration produced nonspecific reductions in 107 locomotor activity in alcohol-preferring P rats (Besheer et al. 2010) , in the present experiment 108 the non-sedative group II antagonist LY341495 (LY34) (Chi et al. 2006 ) was microinjected into
109
NAc core following systemic agonist LY37 administration. We hypothesized that NAc core 
113
Material and methods
114
Animals
115
Male Wistar rats (Hsd:WI, Harlan Labs, Indianapolis, IN), weighing 165 -210 g at the 116 beginning of the experiment, were single housed on a 12-hour light/dark cycle (lights on at 117 0500). Animals had ad libitum access to both food and water except for a mild water restriction 118 during the first week of training. Animal care and procedures were in accordance with NIH
119
Guidelines for the Care and Use of Laboratory Animals (2011) and approved by the IUPUI
120
Institutional Animal Care and Use Committee (IACUC).
121
Apparatus
122
Sessions were conducted daily (5 days/week) in operant chambers (30x30x24.5 cm; 
133
animals underwent a brief (14-18 hr) water deprivation prior to the first training session, followed 134 by a mild 2-4 day water restriction to facilitate acquisition of lever-press responding. Food and 135 water were available ad libitum for the remainder of the testing.
136
Separate groups of rats (LY37 and BINA) were initially trained to lever press on a FR1 137 schedule for 15 seconds of access to a 10% oral sucrose reinforcer. Once lever press was 138 acquired (1-3 sessions), the schedule was increased gradually over sessions to a final FR4 139 schedule while the sucrose was gradually reduced using a modified sucrose-fade procedure 
162
Animals then underwent a six-week Seeking Test Phase using the same vehicle 163 habituation, followed by weekly drug injections with doses administered in a balanced design.
164
During the weekly test session, systemic drug injection was followed by a non-reinforced 
170
Microinjection experiment (Figure 1b) 
171
The apparatus and training were identical to those of the systemic experiment. Following 
239
Data Analyses
240
Daily session intakes of ethanol and sucrose were determined from the change in 241 volume in the sipper tube (mL). Ethanol intake (g/kg) and sucrose intake (mL/kg) were 242 calculated from session intake and daily body weight measures. Total lever presses, latency to 243 first lever press (in sec), and latency to first lick (in sec) were recorded for each session. Ethanol 244 and sucrose consumption data were analyzed separately using one-way within-subject repeated 253 latency, and body weight change were analyzed using one-way within-subject RM ANOVA. The 254 final LY37 microinjection session was not included in the original balanced design; therefore, the 255 systemic vehicle plus NAc core vehicle and NAc core LY37 were compared using a paired 256 samples t-test. Post-hoc comparisons were performed using Student-Newman-Keuls test
257
(p<0.05). All analyses were conducted using SigmaStat3.5 (Systat Software, Inc., Chicago, IL).
258
Results
259
Systemic Experiment
260
One animal in the LY37 ethanol group had poor behavioral performance during both 
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Microinjection Experiment
321
Four subjects were removed from the experiment prior to the start of the microinjection 322 testing due to poor behavioral performance. Of the remaining subjects, six subjects were • Systemic administration of LY379268 (LY37) and biphenyl indanone-A (BINA).
343
Latency to First Lever Press
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• LY37 reduced ethanol seeking without influencing ethanol consumption.
• Intraaccumbens core LY37 significantly reduced ethanol seeking.
• BINA had no effect on seeking or consumption of either ethanol or sucrose.
• LY37 significantly reduced sucrose seeking, sucrose consumption, and body weight.
